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. Chromatin loops cluster transcriptionally silent 5'end HoxA genes in a cell type independent manner. Chromatin contacts between regions surrounding the HoxA9, A10, A11, and A13 genes were measured using libraries from untreated Figure 1A. (B) 3C interaction frequency heat map of the silent HoxB cluster. Pair-wise interaction frequencies were measured by 3C in undifferentiated NT2/D1 cells. Heat map features are as described in Figure 1B. (C) Two-dimensional schematic representation of the silent human HoxB cluster in vivo.
The model is based on heat map results presented in (B) and is as described in Figure   1C . Note that the yellow circles simply highlight an area encompassing looping contacts and not the number of interactions. Figure S3 . Chromatin looping is a conserved feature of the transcriptionally silent HoxC cluster. (A) Linear schematic representation of the HoxC cluster on human chromosome 12. Cluster features are as described in Figure 1A. (B) 3C interaction frequency heat map of the silent HoxC cluster. Pair-wise interaction frequencies were measured by 3C in undifferentiated NT2/D1 cells. Heatmap features are as described in Figure 1B .
(C) Two-dimensional schematic representation of the silent human HoxC cluster in vivo.
The model is based on heat map results presented in (B) and is as described in Figure   1C . Yellow circles highlight an area containing looping interactions. Figure 1A. (B) 3C interaction frequency heat map of the silent HoxD cluster. Pair-wise interaction frequencies were measured by 3C in undifferentiated NT2/D1 cells. Heatmap features are as described in Figure 1B .
(C) Two-dimensional schematic representation of the silent human HoxD cluster in vivo.
The model is based on heat map results presented in (B) and is as described in Figure   1C . Yellow circles highlight an area containing looping interactions. Figure 1A , except that the predicted HindIII restriction pattern in the HoxD region is illustrated below linear diagram.
(B) 3C interaction frequency heat map of the silent HoxD cluster. Pair-wise interaction frequencies were measured by 3C in undifferentiated NT2/D1 cells. Heat map features are as described in Figure 1B. (C) Two-dimensional schematic representation of the silent human HoxD cluster in vivo.
The model is based on heat map results presented in (B) and is as described in Figure   1C . Yellow circles highlight an area containing looping interactions. (E) CTCF binding sites are significantly close to each other in three-dimensional models. Distances between pairs of CTCF binding sites were measured in one hundred possible 5C3D outputs models with Microcosm 2.0. The significance of spatial proximity between pair-wise CTCF binding sites is expressed as p-values summarized in a heatmap. Numbers at the top and on the left of heatmap identify CTCF binding sites.
Intersecting column and row number identifies the CTCF pair corresponding to p-value.
p-values are color-coded based on the scale presented on the right, with white indicating low significance and red highly significant proximity. p-values represent the fraction of fragment pairs separated by the same linear genomic distance, which are closer or at the same distance to CTCF pairs in 5C3D output models (see MATERIALS AND METHODS for details). Intersecting column and row number identifies the CTCF pair corresponding to p-value.
p-values are color-coded based on the scale presented on the right, with white indicating low significance and red highly significant proximity. p-values represent the fraction of fragment pairs separated by the same linear genomic distance, which are closer or at the same distance to CTCF pairs in 5C3D output models (see MATERIALS AND METHODS for details). Fixed HoxA9
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